The authors report a case of paracoccidioidomycosis misinterpreted as tuberculoid leprosy, both on clinical and histological examination. Sarcoid-like cutaneous lesion as the initial presentation is rare in young patient with paracoccidioidomycosis and can simulate other infectious or inflammatory diseases. On histology, tuberculoid granuloma presented similar difficulties. Treatment with dapsone, a sulfonamide derivative, could have delayed the presumed natural clinical course to the classical juvenile type of paracoccidioidomycosis, observed only 24 months after the patient had been treated for leprosy.
INTRODUCTION
Paracoccidioidomycosis (PCM) is the most prevalent systemic mycosis in immunocompetent individual in Brazil. The etiologic agent, Paracoccidioides brasiliensis, usually infects the patient through inhalation of airborne propagules, the lungs being the portal of entry. The infection may: i-regress with the destruction of fungi and formation of sterile scars, ii-regress with the persistence of viable fungi, in latent foci, with possible evolution to clinical disease or, iii-progress to overt disease 7 . The possible clinical expression of PCM-disease has been classified as: 1-acute-subacute form, which is the prevalent clinical form in the young and characterized by tropism of the fungus to the reticuloendothelial system and, 2-chronic form, most prevalent in adults presenting progressive pulmonary or extra-pulmonary manifestations 5 . Cutaneous lesions in PCM are reported to occur from 30 to up to 54% of the patients 6 . When present the skin lesion may originate from a preexisting contiguous one, usually from a neighboring mucosa; from the hematogenous dissemination of the fungus; or rarely, from the direct inoculation of the P. brasiliensis into the skin 3, 6 . The face is the most common site of skin lesions and ulcer or ulcerous-vegetative lesions are the commonest morphological type followed by the infiltrative pattern 6 .
Leprosy (Hansen's disease) is still a prevalent cutaneousneurological disease in Brazil 1 . The tuberculoid type of leprosy can be represented as a chronic, infiltrated skin lesion, erythematous or violaceous in appearance, with sharp limits, localized on any region including the face. In tuberculoid leprosy the cell-mediated immune response is so strongly expressed that the infection is restricted to few skin sites and peripheral nerves. The histological picture displays a tuberculoid granuloma and acid-fast bacilli are rarely seen 1, 4 . Clinical and histopathological misinterpretation may occur due to similarities among cutaneous sarcoidosis, infiltrative-sarcoid-type PCM and the tuberculoid leprosy 9 .
CASE REPORT
A 19-year-old student female, from Assis-SP, was hospitalized for investigation of an acute, febrile, cutaneous and systemic disease, referred as drug reaction as the possible etiology. She had been followed in her own town for one and half year due to skin lesions compatible, on clinical and histological examination, with tuberculoid leprosy (Fig.  1) . At that time, she was given dapsone, 100 mg daily and rifampicin 600 mg, monthly supervised, as a paucibacillary multidrug therapy schedule. Six months after the initial treatment she was given the same regimen as the ancient lesions were still present. Few months later, as there was no improvement, her treatment was changed to that recommended for multibacillary leprosy with addition of clofazimine 300 mg on a daily basis, plus a monthly controlled dose clofazimine (300 mg). Her diagnosis was then challenged, but the hypothesis of leprosy prevailed. She was admitted weeks later, with fever, malaise, abdominal pain, weight loss and lymph node hypertrophy.
On physical examination infiltrated, sarcoid-type, erythematous, plaque lesions were observed on the skin of her face (Fig. 2 ). An ulcer with infiltrative edge was present on the pre-auricular region (Fig. 3) . Lymph node hypertrophy with involvement of the cervical, submandibular, supraclavicular and axillary chains as well as liver and spleen enlargement were also detected. The lymph nodes were coalescent, tender on examination and without inflammatory signals. Laboratorial investigation revealed the following results: hemoglobin, 7.6 g/dL (normal range: 14-16 g/dL); hematocrit 23.2% (38-47%); eosinophil 0.5 x 10 3 /µL (0-0.4 x 10 3 /µL), erythrocyte sedimentation rate, 135 mm/h (1-10 mm/h); hipoalbuminemia, 1.6 g/dL (3.5-5.0 High serum titers of antibodies anti-P.brasiliensis were detected by ELISA (1/12800) and double immunodiffusion test (1/32) (reference value = negative). Abdominal computerized tomography scanning showed homogeneous hepatosplenomegaly, multiple adenopathy (at the hepatic hilus, periaorta and mesenteric chains) and ascites. The direct search for fungal elements, and histopathological examination of skin biopsy showed the classical image of P. brasiliensis (Fig. 4) which quickly defined the diagnosis of paracoccidioidomycosis, presented as a severe subacute clinical form 5, 9 . No acid-fast bacilli were visualized on biopsy specimens or in a Ziehl-Neelsen staining of slit-skin smears. A careful reevaluation of the slides of her first biopsy, which had been taken two years before in her town, using silvermethenamine stain, allowed the identification of P. brasiliensis (Fig.  5) . Therefore, the diagnosis was paracoccidioidomycosis since the beginning, in a previously healthy patient, with only sporadic incursion to rural area, displaying an uncommon clinical and histopathological aspect which should be called as sarcoid-type paracoccidioidomycosis. The patient was initially treated with itraconazole, 400 mg/day with partial response followed by Amphotericin B, 2000 mg of total dose plus sulphamethoxazole-trimethoprim, 2400 mg/day, of sulphamethoxazole on outpatient basis with clinical improvement.
DISCUSSION
Reviews of cutaneous manifestations in paracoccidioidomycosis have shown that the infiltrative pattern corresponded to up to 26.6% of the skin lesions observed, which included the sarcoid-type 6 . Usually, patients of any age presenting this clinical pattern have few and indolent lesions, probably as consequence of a certain equilibrium between agent and host defense. However, this equilibrium could be disturbed at some point in the natural course of the disease and it would be no surprising the late appearance of a typical clinical picture of the PCM, such as lymph node hypertrophy and manifestations of systemic disease, as observed in the present case. The reasons why the evolution is initially so indolent and the equilibrium is preserved for so long in patients bearing the subacute clinical form remain unclear. We could speculate, in this case, that dapsone (4, 4'-diamino-diphenyl sulfone), a drug structurally similar to sulfonamides, could have partially acted therapeutically and, for some time, delayed the natural course of the infection. In another very similar case (our unpublished data), a 16 year-old patient initially diagnosed as tuberculoid leprosy received dapsone as the only drug for almost two years and later her clinical picture was still of few skin lesions and few lymph nodes with mild hypertrophy on clinical examination. In both cases the clinical appearance was coherent with the histological picture of a tuberculoid granuloma, consistent with tuberculoid leprosy. However, in both cases the review of histological slides, using silver stain, allowed the correct diagnosis of paracoccidioidomycosis since the very beginning.
In a country where leprosy is still a public health problem and the primary care physician is instructed to be alert to that disease, the mistake here reported could be understood as acceptable at the first moment. This chance of misinterpretation of the presence of sarcoidlike lesions associated with a tuberculoid granuloma had already been discussed. PROENÇA et al. (1984) 10 studied 10 patients firstly interpreted as presenting cutaneous sarcoidosis and when reviewed two to five years later, three were proven to be leprosy and one to be paracoccidioidomycosis. These observations reinforce the clinical and histological similarities among these diseases at an early stage. However, the persistence of lesions after the correct scheduled leprosy treatment, the change of an infiltrative lesion to an ulcerous one could be understood as an alert signal to review the initial diagnosis. Tuberculoid leprosy usually takes months, and not years, to respond to the correct treatment, and this should have been taken into account. During the late course of the disease, the appearance of constitutional symptoms plus signals of systemic compromise as lymph node hypertrophy and hepatosplenomegaly were interpreted as a severe drug reaction (a drug-hypersensitivity syndrome) caused by rifampicin or dapsone 2 , or as an atypical type 1 leprosy reaction. The first hypothesis, drug reaction with eosinophilia and systemic symptoms, a drughypersensitivity syndrome nowadays known by the acronym, DRESS usually develops two to six weeks after starting the medication, most commonly phenytoin, carbamazepine, phenobarbital or sulfonamides and presents fever, facial edema and cutaneous rash 11, 13 . Except for dapsone as the suspected drug, the others have not been taken. Dapsone had been used for many months and there were not new skin lesions, facial edema or a morbiliform eruption to support that hypothesis. Type 1 reaction is associated with borderline leprosy and characterized by acute neuritis, face, hands or feet edema, swelling and tenderness of previous existing skin lesions and/or the appearance of new skin lesions without constitutional symptoms 8 , therefore this hypothesis could have also been ruled out at the beginning of the observation.
Histological diagnosis of granulomatous infectious diseases will be accurate when there are characteristic histological features or sufficient number of infectious agents to be detected by histochemistry. Therefore, the presence of compact epithelioid granulomas, with a central caseous necrosis and dense peripheral lymphocytic accumulation indicates tuberculosis 14 . Granuloma with nerve involvement suggests tuberculoid leprosy but, in lepromatous leprosy the finding will be of a diffuse infiltration with numerous leprotic bacilli 14 . Mixed granulomatous and suppurative inflammation with lymphocytes, plasma cells and occasional eosinophils are classically seen on deep and subcutaneous mycosis. On the other hand, the noncaseating granulomas of epithelioid cells with pale-staining nuclei and a rim of few number of lymphoid cells surrounding the granuloma, the naked tubercle, is suggestive of sarcoidosis 12 . However, the classical pattern is not always present and can be altered by individual response such as immunosuppression or hypersensitivity to a specific agent. In order to allow more accurate diagnosis of epithelioid granulomas, including those observed in sarcoidosis, it is recommended not only to stain slides with histochemistry methods, to highlight fungi and acid fast bacilli, but also promote clinical-histologic correlation and, when necessary, use ancillary techniques such as immunohistochemistry and PCR 12, 14 .
In conclusion, this case report illustrates how difficult it is to interpret infiltrative, sarcoid-type skin lesion and its counterpart, the tuberculoid granuloma, particularly, in an endemic region with high prevalence of infectious diseases which have similar clinical and histological presentations.
